Patients presenting with adenocarcinoma of the gallbladder within Newcastle upon Tyne over a 5 year period (1980)(1981)(1982)(1983)(1984)(1985) were reviewed retrospectively. The mean age of patients on diagnosis was 74 years.
Introduction
Carcinoma of the gallbladder, the fourth commonest upper gastrointestinal malignancy, is associated with a poor prognosis due to late diagnosis. Early identification of in situ lesions is due to providence at elective cholecystectomy. The majority of patients are elderly, presenting with obstructive jaundice of short duration. Operative procedures are often palliative and may not significantly affect the disease outcome in the majority of patients.
Methods
All patients diagnosed histologically as having carcinoma of the gallbladder during the 5-year period 1980-1985 were identified via Regional Health Authority compilations of Hospital Activity Analysis returns from the three main hospitals serving Newcastle upon Tyne Health District. Case notes were retrieved and the presentation and management of the patients reviewed.
Results
During the 5 year period studied, 29 patients were identified (18 female, 11 male) as having had carcinoma of the gallbladder. Patients had a mean age of 74 years (range 49-90 years) at time of diagnosis. Presentation was varied, but symptom duration prior to diagnosis was short with a mean of 6 weeks. Eighteen patients (62%) presented with jaundice, 11 patients (38%) had a palpable mass, only eight (28%) had abdominal pain on diagnosis.
A correct preoperative diagnosis was made in only two patients (7%), both by ultrasonographic examination. In eight patients (28%) the diagnosis was only confirmed after postmortem examination.
Of the 29 patients, 21 (72%)underwent laparotomy ( Table 1) .Two patients were found to have carcinoma of the gallbladder after elective cholecystectomy for cholelithiasis. Cholecystectomy was performed in 14 patients (67%). A biliary by-pass procedure was necessary in eight patients (38%). Eight patients had no operative procedure performed in whom the diagnosis was confirmed by subsequent postmortem examination.
There was a high incidence of metastatic disease in the group. Twenty-one patients (72%)had metastatic carcinoma confirmed at operation or postmortem. In 51% of patients, tumour spread was restricted to liver and local lymph nodes. In 21% of patients there was widespread distant metastases to pancreas, lung and adrenal glands. One patient presented with acute spinal cord compression due to metastatic deposits of the dorsal spine. Two patients had cutaneous metastases at the time of diagnosis.
Preoperative investigation was by ultrasound examination in 16 patients, computerized axial tomography was performed in four patients. In only 10 patients (34%) were gall stones identified as being coincidentally present with the tumour. Endoscopic retrograde cholangiopancreatography (ERCP) was attempted in four patients.
Overall survival after diagnosis is shown in Table 2 . The mean value was 4.3 months for all patients and 6.6 months for those undergoing surgery.
Histology of the primary tumour was shown to be an adenocarcinoma in 28 patients. One patient had a non-keratinizing squamous cell tumour. There appeared to be no correlation between the degree of differentiation of the primary tumour and the presence of metastases or subsequent survival. However, the single patient identified as having an in situ mucosal lesion, was still alive after 5 years.
Only one patient received adjuvant radiotherapy postoperatively, in whom a preoperative diagnosis of gallbladder cancer had been made on ultrasound examination. In this case, survival following diagnosis was 15 months. Subsequent postmortem examination revealed widespread metastases, including adrenal gland deposits.
Review of haematological investigations performed on admission showed an erythrocyte sedimentation rate (ESR) had been estimated on 17 patients at the time of diagnosis. Of these 13 (76%) had values over 40 mmIh and in four (23%) the ESR was over 90 mm/h. Both patients who had been found to have carcinoma of the gallbladder after routine elective cholecystectomy had ESR values over 40 mm/h preoperatively. 
Discussion
Survival after diagnosis of carcinoma of the gallbladder is extremely poor unless the primary lesion is confined to the mucosa. Similar survival rates to this study have been reported! with post-resection 5-year survival rates less than 5% unless the tumour is confined to the mucosa, when a 64% 5-year survival can be expected. Cumulative survival rates of 42.6% at 5 years have been reported-and advocation of 'second look' procedures when apparent curative resections are undertaken. Advanced carcinoma however, is generally associated with poor survival. Few 5-year survivors have been reported", Previous reports suggest some success in preoperative diagnosis with ultrasound examination but the investigation has a poor sensitivity rate of 44% or less".
Identification oflesions still confined to the mucosa appears to be difficult. There is evidence that polyps within the gallbladder may be premalignant, as identified either by ultrasound or oral cholecystographic examination. Koga et ai. 5 identified 40 polyps in 411 consecutive cholecystectomy specimens of which eight were malignant. If larger 4 (14%) 1 (3%) than 1 cm, there was an associated risk of malignancy of 88%. In patients over 60 years of age there was a 75% chance of an identified polyp being malignant.
Prevention of late presentation of the disease may be achieved by early cholecystectomy in women presenting with cholelithiasis over the age of 50 years", In hispanic women, the incidence of carcinoma of the gallbladder appears high in younger age groups".
Prognosis for individual patients with apparent local disease may be indicated by the mucopolysaccharide content of the tumours. In vitro tissue culture of tumour cells can be achieved in 30% of cases and may be used as a future model to test efficacy of chemotherapeutic agents on the tumour'', For the majority of patients, surgery would appear to offer only palliative relief of obstructive jaundice or local symptoms. Only pre-malignant in situ lesions can be treated adequately with cholecystectomy alone. In such cases, radical resection is recommended where possible, including wedge resection of the gallbladder bed and portal vein reconstruction when dissection is necessary at the porta hepatis'", There is probably a place for routine adjuvant local radiotherapy in addition to surgery, although the tumour is not particularly radiosensitive!'. In this study, where presentation of the disease was late, surgical intervention was not associated with any significant improvement in survival compared to untreated patients.
The outcome of carcinoma of the gallbladder is influenced by its late presentation, often in elderly patients with obstructive jaundice. Metastatic spread occurs early in the disease, but if resected whilst an in situ lesion there is a good prognosis.
Early detection of carcinoma of the gallbladder is unlikely to improve unless 'at risk' patients are identified. Cholecystectomy should be considered for female patients over 60 years of age if a mucosal polyp is identified, particularly if found to be larger than 1 cm in size. Patients with gallbladder disease in whom an elevated ESR is detected may also represent a high-risk group.
